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TI Preparation of piperidine derivatives as muscarinic receptors stimulator 

for treatment of schizophrenia 
IN Ono, Shinichiro; Hamaguchi, Seiji; Horiuchi, Hideki 
PA Mitsubishi Pharma Corporation, Japan 
SO PCT Int. Appl., 141 pp. 
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AB The title piperidine derivs . with general formula of I [wherein R1-R4 = 
independently H, halo, alkyl, etc.; G = C or N; J = (un) substituted C or 
N; L = C, N, O, S, etc.; Z = H, alkylsulf onyl, arylsulf onyl, etc.; m, n, 
and p = independently 0-2] or pharmaceutical^ acceptable salts thereof 
are prepared as muscarinic receptors stimulator for the treatment of 



schizophrenia. For example, the compound II»(C02H)2 was prepared in a 
multi-step synthesis. II*(C02H)2 inhibited human muscarinic receptor 
M4 with Ki of 6.7 nM. Formulations containing I as an active ingredient were 
also described. 
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TI Preparation of indole derivatives as histamine H3 antagonists 

IN .Aslanian, Robert G. ; Berlin, Michael Y. ; Mangiaracina, Pietro; McCormick, 

Kevin D.; Mutahi, Mwangi W. ; Rosenblum, Stuart B. 
PA Schering Corporation, USA 
SO PCT Int. Appl., 62 pp. 
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LA English 
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PATENT NO. KIND DATE APPLICATION NO. DATE 
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AB Title compds. I [wherein Rl = (un) substituted indolyl or an aza derivative 
thereof; R2 = (un) substituted (hetero) aryl, quinolyl, heterocycloalkyl ; 
R12, R13 = alkyl, hydroxyl, alkoxy, etc., or R13 = O; m = independently 
0-3; n = 1-3; p = 1-3; q = 1-5; X = a bond or alkylene; Y = CO, CS, COCH2, 



etc.; Z = a bond, alkylene, alkenylene, CO, etc.; Ml = CH or N; M2 = CR3 
or N; and salts or solvates thereof] were prepared as histamine H3 
antagonists in treatment of H3 receptor related diseases. For example, 
reaction of II with 3- (4-piperidinyl) -2- (2-pyridinyl) indole, followed by 
deprotection and substitution with 2-chloromethylpyridine gave III, which 
showed 1.50 nM binding constant with histamine H3 . Thus, I and their 
pharmaceutical compds . , as well as in combination with HI receptor 
antagonists, are useful as histamine H3 antagonists for the treatment of 
inflammatory diseases, allergic conditions and central nervous system 
disorders (no data) . 
RE.CNT 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 
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TI Preparation of 3-substituted indoles or fused pyrroles as antagonists of 

the chemokine MCP-1 (CCR2B) receptor 
IN Gribble, Andrew Derrick; Forbes, Ian Thomson; Cooper, David Gwyn 
PA Smithkline- Beecham P.L.C., UK 
SO PCT Int. Appl., 36 pp. 
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AB Title compds. I [Rl = alkyl, aryl, heteroaryl; R2-3 = H , halo, CN, alkyl, 
cycloalkyl, alkoxy, haloalkyl, hydroxy, amino, etc.; R4 = H, alkyl; R5-6= 
H, alkyl or together with the carbon atoms of the ring to which they are 
attached form a bridging 5-7-membered ring; W = bond, alkylene, alkyl, 
CH20, CH2S, trans- (E)-CR7=CHY; R7 = H, alkyl; Y = bond, trans- (E) -CH=CH, 
CO; m, n = 1-3; p, q = 1-2; x = 1-4] were prepared For example 
N-tert-butoxycarbonylamino-4- (2-bromoethyl ) piperidine (preparation given) was 
used to alkylate 4- ( indol-3-yl ) piperidine (DMF, NaHC03, 80°, 18 h) , 
the product deprotected (CH2C12, TFA) and the resulting foam coupled to 
3, 4-dichlorocinnamoyl chloride (CH2Cl2/NaOHaq) to afford II. Selected 
example compds. had pKb in the range of 5-7.6 for the MCP-1 receptor. I 
are useful in treating inflammatory conditions with monocyte and/or 
lymphocyte involvement. 

RE.CNT 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS RECORD 
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Preparation of sulfonamide compounds with 5-HT7 antagonist activity 
Lovell, Peter John 
Smithkline Beecham P.L.C., UK 
PCT Int. Appl., 17 pp. 
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AB The title compds . [I; R1-R3 = H, halo, OH, etc.; m = 1-2; X — N, C, CH; D 
= a bond, CO, O, CH2, with the proviso that when X = N then D is not 0; P 
= Ph, naphthyl, 5-6 membered heteroaryl containing 1-3 heteroatoms selected 
from 0, N and S, etc.; R4 = alkyl optionally substituted by NR5R6, aryl, 
arylalkyl, etc.; R5, R6 = H, alkyl, aryl, etc.; n = 0-3] having 5-HT7 
antagonist activity, and therefore useful in the treatment of CNS and 
other disorders, were prepared E.g., a multi-step synthesis of (R)-II was 
given. All compds. I tested had a pKi of 6.0-7.9 against 5-HT7 receptor 
binding. 
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